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Introduction

58
A general feature of tRNA molecules is that a subset of their nucleosides harbors 59 post-transcriptional modifications. Modified nucleosides are frequently found in the 60 anticodon region of tRNAs, especially at position 34 (the wobble nucleoside) and 37.
61
Modifications at these positions typically influence the decoding properties of tRNAs 62 by improving or restricting anticodon-codon interactions [1, 2] . Uridines present at 
71
In the budding yeast Saccharomyces cerevisiae, the inactivation of any of the 72 six ELP genes (ELP1-ELP6) not only leads to the lack of the mcm 5 /ncm 5 
91
In yeast, the cell wall stress that arises during normal growth or through (Fig 1B and S1 Table) , the abundance of the tRNAs were largely 168 unaffected by increased PKC1 dosage at both 30°C and 37°C (Fig 1B and S1 Table) . is more pronounced in strains derived from W303 than in those from S288C (Fig 2A) .
178
As the inactivation of Elongator causes a lack of wobble mcm 5 /ncm 5 groups in both 179 strain backgrounds [5, 43] , the Ts phenotype is likely modulated by genetic variation 180 between W303 and S288C. The difference in phenotype (Fig 2A) Table) . The ssd1-d2
213 allele also appears to cause a slightly reduced growth rate of strains with a wild-type 214 ELP3 gene at the elevated temperature (S3 Table) . Even though the elp3Δ mutants 215 grow slower than the ELP3 strains at 30°C, the effect of the ssd1-d2 allele is less 216 pronounced at that temperature (S3 Table) . In both genetic backgrounds, the 217 increased activation of the CWI signaling pathway, through increased PKC1 dosage,
218
suppresses the Ts phenotype of the ssd1-d2 elp3Δ, but not the SSD1 elp3Δ strains
219
( Fig 2C) . Although the elp3Δ strains show increased sensitivity to caffeine, 220 irrespective of the allele at the SSD1 locus, the ssd1-d2 elp3Δ cells are in both 221 backgrounds more caffeine-sensitive than the SSD1 elp3Δ cells (Fig 2D) . This shown [15, 20] , the level of K14 acetylation is lower in the ssd1-d2 elp3Δ mutant 246 than in the ssd1-d2 strain (Fig 3A) . However, the SSD1 and SSD1 elp3Δ strains 
270
The latter finding implies that the ssd1-d2 allele may influence the assembly of silent 271 chromatin and consequently contribute to the silencing defect in Elongator mutants. that observed with a plasmid carrying the wild-type ELP3 gene (Fig 3B) (Fig 4A) . In the S288C background, the ssd1-d2 elp3Δ ncs2Δ strain is viable but it 291 grows slower than the SSD1 elp3Δ ncs2Δ strain (Fig 4A; S5 Fig shows the 
Materials and Methods
357
Yeast strains, plasmids, media and genetic procedures 358 Strains and plasmids used in this study are listed in S5 Table and S6 Table. Yeast 
RNA methods
393
The abundance of individual tRNA species was determined in total RNA isolated 394 from exponentially growing cultures at an optical density at 600 nm (OD 600 ) of ≈0.5
395
[64]. Samples containing 10 µg of total RNA were separated on 8M urea-containing 396 8% polyacrylamide gels followed by electroblotting to Zeta-probe membranes (Bio- Table) . Signals were detected and analyzed by 399 phosphorimaging using a Typhoon FLA 9500 biomolecular imager and Quantity One software.
401
To analyze the induction of GAL1 transcripts, cells were grown at 30°C in 50 402 ml synthetic complete (SC) medium containing 2% raffinose (SC/Raf) to OD 600 ≈0.45.
403
The culture was harvested by centrifugation at 1,500 x g for 5 min at room 
414
The compositions of the elution buffers were as described [70] with the difference 415 that methanol concentration in buffer A was changed to 5% (v/v). 
700
Northern analysis of total RNA isolated from the ssd1-d2 (W303-1A), ssd1-d2 elp3Δ 
